Closure of the optic cleft occurs about the sixth week of intrauterine life. Clinically, failure of complete closure results in a coloboma of the uveal tract which is variable in its position and extent, and there is sometimes also an associated coloboma of the optic nervehead; defective closure of the cleft is known to be under genetic influence. The usual mode of transmission of such a defect is dominant, but a recessive inheritance, a probable sexlinked transmission (Goldberg and McKusick, I97 i), and an apparently sporadic incidence have also been described. The extensive literature on the subject is reviewed by Franqois (196 I) and Waardenburg, Franceschetti, and Klein (196 I). There has been a high degree of phenotypic variability in all modes of transmission, and this variability has increased with the documentation of syndromes caused by abnormal chromosomes. Most chromosomal defects occur before zygote formation. The primary causations of colobomatous syndromes thus have their origins before fertilization and not during intrauterine development (atypical colobomata excluded).
Oligophrenia occurs in trisomy D and E (Valentine, I969) and is found in all chromosomal abnormalities (except those of the sex chromosomes). The proper anatomical and functional development of the brain is dependent on many genes which are likely to be located on several chromosomes. The grouping of cases under the common presence of oligophrenia is thus artificial, but within the group distinct entities may be present.
The closure of the optic cleft itself is dependent on the action of a number of genes, as shown by the diverse modes of inheritance of colobomata. Uveal colobomata also occur in trisomy D and E (Cagianut, I968) and in the oculo-anal syndrome-another chromosomal anomaly (Schachenmann, Schmid, Fraccaro, Manini, Tiepolo, Perona, and Sartori, I965). The possible multiplicity and complexity of colobomatous syndromes is thus explained. This paper attempts to group the associations on clinical grounds. A more fundamental approach would be a grouping based on a detailed genetic analysis with precise information about chromosomal defects, but such a method is not at present readily available in the clinical sphere. (Valentine, 1969 (Table I) . Conductive deafness, hypoplasia of the mandible, growth retardation, and hypoplasia of the bladder have also been observed (Gerald, Davis, Say, and Wilkins, 1972) . Such phenotypic variability is thus explained in terms ofa known chromosomal abnormality. We have already suggested that the phenotypic variability of Group A may likewise have a chromosomal abnormality which has not yet shown itself to be microscopically evident. Furthermore, the oculo-anal syndrome shows how an inherited colobomatous syndrome may not follow simple genetic laws. Thus, in one recorded family, themother had the extra chromosome and was mildly retarded with bilateral uveal colobomata and renal abnormalities as shown by an intravenous pyelogram. Three phenotypically normal members showed chromosomal mosaicism with a proportion of their cells containing the extra chromosome. It would seem possible that some of the other familial colobomatous syndromes previously reported in the literature maybe explained on the basis of undetected chromosomal defects rather than in terms of one gene affecting many systems.
GROUP D includes two cases of the 'oculo-splenic' syndrome. This syndrome has not been reported previously. The features are listed in Table i . The familial nature of the hypersplenism and the phenotypic variability is compatible with an underlying chromosomal defect, as has been found in the oculo-anal syndrome. However, the brother and parents of Case I 8 had detailed banding analysis of the chromosomes by the Giemsa technique and all had apparently normal karyotypes. A recessive mode of inheritance for this new syndrome thus appears more likely at present. Details of the blood analysis are given in Table II. GROUP E probably represents partial expression of similar cases listed elsewhere in our series. Similar features have been described in previously reported cases (Waardenburg and others, I966). Summary (i) Two cases of a previously undescribed association between uveal coloboma and hypersplenism are reported. 
